The Drosophila cathepsin B gene was amplified from cDNA libraries using the primers 5 -CGGATCCGACCCGA-TGAATCTATTGCTCCTG-3 (BamHI restriction site underlined) and 5 -GATCTCGAGTTACAGCTTGGGCAGACCCGCC-3 (XhoI restriction site underlined). The PCR amplification program was performed by 29 cycles of 30 s at 95
The Drosophila cathepsin B gene was amplified from cDNA libraries using the primers 5 -CGGATCCGACCCGA-TGAATCTATTGCTCCTG-3 (BamHI restriction site underlined) and 5 -GATCTCGAGTTACAGCTTGGGCAGACCCGCC-3 (XhoI restriction site underlined). The PCR amplification program was performed by 29 cycles of 30 s at 95
• C, 30 s at 54
• C and 1 min at 72
• C. The PCR product was cloned into a pET-32a(+) vector (Novagen) to obtain a Drosophila cathepsin B construct containing a proregion and a mature protein. The sequence of the recombinant genes was verified by DNA sequencing (Mission Biotechnology).
E. coli BL21-Gold ® (DE3) cells (Stratagene) harbouring a plasmid with the Drosophila cathepsin B gene were cultured in Luria-Bertani medium containing 50 mg/ml ampicillin at 37
• C until the D 600 value of the culture was 0.6. The protein was then expressed by adding IPTG (final concentration = 1 mM). Whole cells were then harvested by centrifugation at 4000 g for 20 min, and lysed by sonication. The lysates were centrifuged at 16 000 g for 20 min at 4
• C. The supernatant was removed and the precipitate was resuspended in 20 ml of 6 M guanidine buffer [50 mM Tris/HCl (pH 8.0), 150 mM NaCl, 5 mM EDTA, 10 mM DTT and 6 M GdnHCl (guanidinium chloride)]. The solution was then diluted into 1 litre of 50 mM Tris/HCl (pH 8.5), 150 mM NaCl, 5 mM EDTA, 10 mM reduced glutathione, 1 mM oxidized glutathione and 0.5 M arginine overnight. After refolding, the protein solution was concentrated and dialysed against 25 mM NaH 2 PO 4 (pH 7.0) and 0.5 M NaCl at 4
• C. To autoprocess cathepsin B, the protein solution was adjusted to pH 4.5 with acetic acid, and 5 mM EDTA and 5 mM DTT were added into a solution to incubate at 37
• C for 1 h. Proteins were purified by an AKTAprime system with a HiPrep ® Sephacryl S-100 high-resolution gel-filtration column (Amersham Biosciences). The running buffer was 100 mM sodium acetate buffer (pH 5.0), containing 1 mM EDTA and 2 mM DTT. Each fraction was identified using Z-Phe-Arg-AMC substrate (Calbiochem) to confirm the cathepsin B activity.
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Figure S1 Progress curves for the inhibition of cathepsins
To identify the active substance in our Drosophila head extract, we used cathepsin B/L-specific inhibitors. A cathepsin L-specific inhibitor (S3576, 
{tert-butyl-[(2S)-1-{2-[2-(2-ethylanilino)-2-oxoethyl]sulfanylcarbonylhydrazinyl}-3-(1H-indol-3-yl)-1-oxopropan-2-yl]carbamate}
